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. sheets. 
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Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

SSM 0 a ° Vel »> iDVentiVe Ste P or fadustrial applicability; 
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Certain defects in the international application 
Certain observations on the international application 
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International application No. 

PCT/JP2003/011487 



L Basis of the report 



1. With regard to the elements of the international application:* 
|^) the international application as originally filed 

I | the description: 

pages 

pages 



, as originally filed 



, filed with the demand 



, filed with the letter of 



I | the claims: 
pages 

pages 

pages 



, as originally filed 

m , as amended (together with any statement under Article 19 
. , filed with the demand 



. , filed with the letter of 



1 I the drawings: 

pages 

pages 

pages 



, as originally filed 

, filed with the demand 



. , filed with the letter of 



□ 

the sequence listing part of the description: 



pages 



, as originally filed 



. , filed with the letter of 



. , filed with the demand 



2 ' Y?tr gaT * t0 Ia ?g« a g e » all the elements marked above were available or furnished to this Authority in the laneuaee in which 
toe international application was filed, unless otherwise indicated under this item V me language m wmcn 

T^ese elements were available or furnished to this Authority in the following language which is: 

LJ the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
LJ the language of publication of the international application (under Rule 48.3(b)). 

□ ^hnguage of the translation furnished for the purposes of international preliminary exarmnation (under Rule 55.2 and/ 

contained in the international application in written form. 

□ filed together with the international application in computer readable form. 
LJ furnished subsequently to this Authority in written form. 
— furnished subsequently to mis Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
mternational application as filed has been furnished. wscrosure in tne 

teenShed. ** *" inf ° nnation reC0rded m computer readable fo ™ « identical to the written sequence listing has 



□ 
□ 



The amendments have resulted in the cancellation of: 

□ 

the description, pages 

□ the claims, Nos. 

the drawings, sheets/fig 



** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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m. Non-establishment of opinion with regard to novelty, Inventive step and industrial applicability 



L i^S^wiil^ Cl fi! ned taventio n appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

the entire international application. 



claims Nos. 12-22 

because: 



the said international application, or the said claims Nos. 12-22 

relate to the following subject matter which does not require an international preliminary examination (specify): 

SEE SUPPLEMENTAL SHEET 



rn the description claims or drawings (indicate particular elements below) or said claims Nos 
' — i are so unclear that no meaningful opinion could be formed (specify): 



□ the claims, or said claims Nos. „ • . , . 

by the description that no meaningful opinion could be formed; S ° madec * uatel y supported 

no international search report has been established for said claims Nos. 1 2-22 



2. A meaningful international preliminary examination cannot be carried out due tn the feiim* «f a j/ 

sequence listing to comply wWSndard provided™ t^^tt^^^^^^ ™ d,or °™ a ° ™* 

I I toe written form has not been furnished or does not comply with the standard 

the computer readable form has not been furnished or does not comply with the standard 
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Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: 1 1 1 . 1 . 

Claims 12-22 pertain to methods for treatment of the 
human body. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 

Novelty(N) Claims 1-11/ 23-33 YES 

Claims j^q 

Inventive step (IS) Claims YES 

Claims 1-11, 23-33 NO 

Industrial applicability (IA) Claims 1-11, 23-33 yES 



Claims 



NO 



2. Citations and explanations 

Document 1 (EP 2 08874 Al (Mitsubishi Kasei 
Corporation) , 21 January 1987) indicates that the compound 
represented by general formula (I) in the present 
application is an inhibitor against lipid peroxidation 
useful as a prophylactic and therapeutic agent for 
circulatory disorders. 

Document 2 (Kentaro ANDO, et al. , "Shinki Radical 
Shoukyouyaku 3 -methyl -1 -phenyl- 2 -pyrazolol in- 5 -one (MCI- 
186) no ippan yakuri to chiryou (Japanese Pharmacology & 
Therapeutics), Vol. 25, suppl . 7, pages 213-243 (1997)) 
indicates that 3-methyl-l-phenyl-2-pyrazololin-5-one (MCI- 
186) acts as a radical scavenger and can be applied in the 
digestive system and the like. 

Document 3 (Toshikazu YOSHIKAWA, et al., "Shokaki 
Shikkan to Kassei Sanso/Pree radical Kakuron-Kakubyoutai 
heno Kanyo to sono taisaku (2) Cho Shikkan to Kassei 
Sanso/Pree radical", Clinical Gastroenterology, Vol. 10, 
No. 6, pages 765-772, (1995)) indicates that free radicals 
contribute to inflammatory bowel disorder and that active 
oxygen and free radicals contribute to inflammatory bowel 
disorder (page 766) . Document 3 also indicates that 
myeloperoxidase activity in large intestinal mucosa 

Form PCT/IPBA/409 (Box V) (January 1994) " ~ — — 
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increases over time in the high-molecular dextran sulphate 
colitis model (page 768) . 

Document 4 (Kazuya MAKIYAMA, "Enshosei cho shikkan 
ni okeru karyukyu no kasseika to soshiki shogai", Igaku no 
Ayuki, Vol. 178, No. 9, pages 567-570 (1996)) states "In 
inflammatory bowel disorder (...) it is thought that the 
appropriate reaction for the mucosal immunity defence to 
achieve auto-defence becomes an excessive reaction and 
causes damage to the mucosal tissue. The mucosal 
epithelial cells of patients of ulcerative colitis (...) are 
believed to facilitate the ingression of various antigenic 
material. Exogenous antigens activate macrophage cells and 
T cells, and granulocytes such as neutrophils and 
eosinophils are activated and permeate into tissue via the 
integrin route. The permeated neutrophils and eosinophils 
receive a further strong activation, emitting various 
types of activated material, which is believed to damage 
tissue." (page 567, left column); "Active oxygen and free 
radicals play a major role in damaging tissue within 
neutrophils." (page 568, right column); and "In the 
experimental colitis model, it is suggested that damage to 
the antioxidation mechanism occurs and it is reported that 
an antioxidation agent could serve as a possible treatment 
drug." (page 569, left column). 



Document 5 (S. CUZZOCREA, et al., "Tempol, a 
membrane -permeable radical scavenger, reduces 
dinitrobenzene sulfonic acid- induced colitis", Eur. J. 
Pharmacol. 406(1), pages 127-137 (2000)) indicates that 
compounds which act as radical scavengers are effective i 
dinitrobenzene sulfonic acid-induced colitis and suggests 
that it may be effective as a treatment for inflammatory 
disorders . 
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Document 6 (J. Hoshino, et al. , "Effect 



of 



lecithinized- superoxide dismutase (PC-SOD) on a rat 
colitis model induced by trinitrobenzene sulfonic acid in 
combination with ischemia", Ensho, Vol. 20, No. 3, pages 
237-244 (2000)) indicates that in inflammatory bowel 
disorders induced by trinitrobenzene sulfonic acid, there 



is a 



relationship between damage to mucosa and the hyper- 



production of activated oxygen and suggests that 
lecithinized- superoxide dismutase may be effect 
treating inflammatory bowel disorders 



ive in 



Document 7 (Norimasa Yoshida, et al . , "Tokushu: 



Shokakan to Bishojunkan, Shokakukan Bishojunkan 
oxidative stress", Blood Vessel & Endothel 



to 



ium, Vol. 8, No. 



5, pages 479-486 «2) «Enshosei Cho Shikkan" no ko) gives 
intestinal ulcerative colitis, Crohn's disease, and 
dextran sulphate sodium colitis as disorders to which 
activated oxygen and free radical contribute. 



Claims l-li and 23-33 

Claims l-li and 23 to 33 do not involve an inventive 
step in the light of documents 1-7 cited in the 
international search report. 

The fact that free radicals contribute to 
inflammatory bowel disorders that cause damage to the 
large intestinal mucosa and that neutrophils and 
myeloperoxidase also contribute to the same is known 
(documents 3-7) . Therefore, there would be no difficulty 
xn investigating the use of compounds (documents 1 and 2) 
represented by general formula (I) in the present 
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application, which are also free radical removers for the 
digestive system, as "prophylactic and therapeutic agents 
for inflammatory bowel disorders" , . "large intestinal 
mucosa protecting agents", "agents for controlling the 
activation of neutrophils", and "myeloperoxidase activity 
controlling agents." 
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